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LES es una enfermedad heterogénea compleja con
multiples manifestaciones clinicas

Amplia afectacion de organos y sistemas

’ H H 1 12T 2,3 . o Ve 7z " . A
con multiples manifestaciones clinicas T Amplio espectro de sintomas clinicos constitucionales y

especificos de 6rganos que pueden variar de leves a

O——Neuropsychiatric graves.?

Mucocutaneous ———0) O—Ophthalmic o
El aumento de la actividad de la enfermedad y el uso

Constitutional persistente de glucocorticoides 27,5 mg/dia pueden
onstitutional ————( ) ~ g q .
provocar dafio organico irreversible. 48

O Cardiorespiratory @En dos estudios observacionales longitudinales de
cohortes de pacientes con LES, aproximadamente el

/ 70% recibia una dosis promedio de glucocorticoides de
18 a 20 mg/dia antes del ingreso al estudio. °°

Renal

Hematology ———— QO
O— Gastrointestinal

Musculoskeletal — @

1 Allen ME, et al. Trends Mol Med. 2021;27(2):152-171. 2. Bertsias G, et al. EULAR Textbook on Rheumatic Diseases; 2012:476-505. 3. Kaul A, et al. Nat Rev Dis
Primers. 2016;2:16039. 4. Piga M, Arnaud L. J Clin Med. 2021;10(243). 5. Urowitz MB, et al. J Rheumatol. 2021;48(1):67-73. Apostolopoulos D. Lancet Rheumatol.

2020;2(1):E24-E30. 7. Al Sawah S. Lupus Sci Med. 2015;2(1):e0000665. 8. Thamer M, et al. J Rheumatol. 2009;36(3):560-564 9.Little J, et al. Rheumatology.
2018;57:677-687.



Primera pregunta

Femenina de 20 anos con historia de 3 meses de fiebre, adenopatias cervicales y
pérdida de peso significativo, fotosensibilidad (cara, torax). Niega ulceras orales, ojo
seco, etc. Niega trombosis, abortos. Examen fisico: Normal.

Labs: WBC y CAL normales, trombocitopenia leve. Urinalisis normal.

ANA Hep-2: Negativo. C3 60 y C4 8. Anti B2GP, ACL y AL negativo. FSP y Médula
osea normal. HMC: negativo. CAT: adenopatias cervicales y axilares <1cm. Efusion
pleural y pericardica leve. Biopsia de adenopatias: inflamatorio, cambios reactivos.

¢ Es posible que la paciente pudiera tener LES?
A. Sl
B. NO.



¢ESs posible que la paciente pudiera tener
LES?

50% 50%

1. Sl Contestar
2 NO ahora




Desafio diagnostico

1.

2.

1. Caracteristicas clinicas y organos

Etapa temprana

ANA negativo (20%) u
organo — dominante

Manifestaciones raras

Fallo de los médicos

Neurological disease (18%)

Strokes (5%), Seizures (4%)
Cranial neuropathies (2%), Cognitive dysfunction (2%)

Serositis (19%)

Leucopenia (35%)
Thrombocytopenia (16%)

Antiphospholipid syndrome (10%)
Lymphadenopathy (9%)
Autoimmune haemolytic anaemia (3%)

, no reumatologos:

» « Buscar consistent

mente la artritis

« Considerar que la manifestaciones no

estan presentes simultaneamente.

(IPAS)

Fever (31%)

Non-criteria major organ involvement (19%)

Non-scarring alopecia (31%)

Acute cutaneous lupus (71%)
Chronic cutaneous lupus (11%)
Malar rash (45%)

Oral ulcers (26%)

Renal disease (21%)

Raynaud (37%)
Livedo reticularis (10%)

Arthritis (85%)

Childhood SLE
Fever (46%)
Neurological disease (17%)
Renal disease (42%)




Unwise choices

a. Repetir el ANA (una vez positivo)

b. Serologia frecuente en pacientes con mejoria
significativa o enfermedad inactiva.

c. Omision de urinalisis en examenes de rutina.

d. No descartar causas no relacionadas con LES e
intentar explicar sintomas del paciente, con la
tendencia a atribuirlos al LES. (infecciones virales,
parasitarias y neoplasias malignas linfoides)




Test for ANA by immunofluorescence

+

Apply the EULAR/ACR 2019 criteria using the attribution algorithm
(best combination of sensitivity and specificity)

A 4

A 4

ANA +ve ANA -ve
EULAR/ACR score 210 EULAR/ACR score <10 Hypo-complementaemia

with at least one
clinical criterion

v

Y

and/or positive aPL
(alternative entry criterion)

l

Classified SLE

Immunological score =0
+

Clinical score 28
+

ACR-97 photosensitivity

EULAR/ACR score 210
with at least one clinical
criterion

Within each domain, only the highest weighted criterion is counted

Clinical domains Weight Weight
Constitutional Serosal
Fever 2 Pleural or pericardial effusion 5
Hematologic Acute pericarditis 6
Leukopenia 3 Musculoskeletal
Thrombocytopenia 4 Joint involvement 6
Autoimmune hemolysis 4 Renal
Neuropsychiatric Proteinuria >0.5g/24h 4
Delirium 2 Renal biopsy Class Il or V LN 8
Psychosis 3 Renal biopsy Class Il or IV LN 10
Seizure 5
Mucocutaneous
Non-scarring alopecia 2 Clinical score: 0-39
Oral ulcers 2
SCLE OR DLE 4
ACLE 6
Immunology domains Weight Weight
Complement proteins Antiphospholipid antibodies
Low C3 OR low C4 3 Anti-cardiolipin antibodies OR
Low C3 AND low C4 4 Anti-B2GP1 antibodies OR
SLE-specific antibodies Lupus anticoagulant 2

Anti-dsDNA OR anti-Sm antibody 6
Immunological score: 0-12

Total EULAR/ACR 2019 score: 0 (minimum) to 51 (maximum)

l

OR

Clinical SLE *

Immunological score 2 2
+

Clinical score 26

l

Clinical SLE *

* Consider also non-criteria features (eg, Raynaud'’s,
myocarditis, atypical rashes)

Diagnostico es clinico apoyado por laboratorios
SLICC-2012 y EULAR/ACR requieren ANA u otro (anticuerpos o

complemento) y ACR-97 no.

diagnostico.

NO es necesario cumplir criterios de clasificacion para hacer el

SLICC y EULAR/ACR +++ sensibilidad y EULAR/ACR +++ especificidad




Segunda pregunta

Femenina de 40 anos con APP de LES y NL Ill/ IV que requirio pulsos de MPD (creat
3.59 mg/dL y BUN 45) y luego MFM (induccion y mantenimiento — ya desde hace 5 anos)
y recibe también HCQ 200 mg (peso 53 kg) y PDN 5 mg cd, ademas de Calcio y vitamina
D. Asintomatica. Laboratorios normales (BHC, Creat, BUN, ALT, AST, F. Alc, UA). Esta
muy preocupada por los efectos adversos que pudiera tener tomar tantos medicamentos

¢, Cual(es) medicamento(s) podriamos retirar?
a. MFM

b. HCQ
c. PDN
d. VitD



¢ Cuales medicamentos podriamos retirar?

25% 25% 25% 25%
1. MFM )
2. HCQ [
3. PDN
4. Vit D

Contestar




| 2.Remision

Acumulacion de danos
Riesgo de evento cardiovascular

Riesgo de muerte

[& Mejor calidad de vida

Mayor probabilidad de

Yang et al. Arthritis Care Res 2022

discontinuacion de glucocorticoides

Active disease

LLDAS

Remission on
treatment

Remission off
treatment

TRate of
damage
accrued

No
damage
accrued

Nature Reviews | Rheumatology

Parra Sanchez, Voskuyl & van Vollenhoven. Nat Rev Rheumatol 2022



Definition Of Remision In SLE (DORIS)

DORIS 2021 definition of remission in SLE

cSLEDAI PGA Pred Stable
+ + +
=0 <0.5 <5mg IS

cSLEDAI: clinical Systemic Lupus Erythematosus Disease Activity Index
PGA: Physician Global Assessment of disease activity (on a 0 to 3 scale)
Pred: Predniso(lo)ne £ 5mg per day

Immunosuppressive agents: stable conventional immunosuppressive agents and biologics. Stable HCQ/CQ also authorized.

van Vollenhoven et al. Lupus Sci Med 2021
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Irreversible Organ Damage can be Disease Related
and Treatment Related
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Organ damage accumulated
in GC-naive patients?

SDIl increase (%) in GC-naive patients (n=86)12
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Treatment-related

Organ Damage

Damage accrual was higher and occurred
earlier in GC-exposed patients?
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SDIl increase (%) in GC-exposed patients (n=173)12

——GC cumulative
dose, gm

3 5 8

Time (years from study enrollment)>

A reduction of 1 mg/day in mean GC dose reduces future

risk of organ damage by 3%?

aData from a prospective study of patients with SLE from the University of Toronto Lupus Clinic.!
1. Sheane BJ, et al. Arthritis Care Res (Hoboken). 2017;69(2):252-256. 2. Al Sawah S, et al. Lupus Sci Med. 2015;2(1):e000066.



3. Tratamiento




Hidroxicloroquina: uso de base si es posible,
para todos los pacientes con LES

Canadian Hydroxycloroquine Study Group. N Engl J Med.
1991.

Reduccion de brotes

Reduccion de dano a 6rgano
Fessler BJ et al. Arthritis Rheum. 2005.

Reduccidn de lipidos
Petri M. Lupus. Am J Med. 1996

Reduccion de trombosis
Pierangeli SS. Lupus. Scand J Rheumatol. 1996

Triplica respuesta de MFM en NL
Kasinaton N. Lupus. 2006.

Mejoria de supervivencia
Alarcon GS. Arthritis Rheum. 2005.

11141

La hidroxicloroquina es eficaz en el tratamiento de los sintomas del lupus agudo, leve o moderado,

pero puede tener un inicio lento para lograr el control.
También puede servir como un complemento valioso para otros tratamientos.




. Opciones de tratamiento
NSAI DS » Antiinflmamatorio

- - « Efectos generalizados sobre la activacion inmune, efecto antiinflamatorio debido a
G I ucoCO rtICOIdeS la regulacion transcripcional negativa de genes proinflamatorios.

Metotrexato + Inhibe la sintesis de ADN y aumenta la liberacion de adenosina.

? - « Se metaboliza a 6-tioguanina y 6-metilmercaptopurina e inhibe la sintesis de ADN y
Azat|0p Fina la proliferacion celular.

« Inhibe la proliferacion de linfocitos al inhibir la inosina monofosfato deshidrogenasa
y la sintesis de novo de nucledtidos de guanosina; promueve la apoptosis de los

Micofenolato mofetilo

linfocitos T.
. « Inhibe la proliferacion de linfocitos al inhibir la inosina monofosfato deshidrogenasa
Leﬂu nom |d a y la sintesis de novo de nucleotidos de guanosina; promueve la apoptosis de los
linfocitos T.
- - « Agentes antineoplasicos e inmunomoduladores; Agentes antineoplasicos. Agentes
Ciclosfofamida : b S

alquilantes. Analogos de la mostaza nitrogenada




Mecanismos
patologicos y
terapias
emergentes en
LES
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Belimumab, inhibidor especifico de BLyS-S

July 2017

FDA Approval March 2011 - December 2020
Timeline ' Intravenous formulation | | Sei-injectable subcut Lupus Nephritis |
- formulation , |
. s\ J \ /
Key Phase 3 Clinical Trials
(| BLISS-52! and BLISS-?Gz\‘ 4 BLISS-SC? N ( NEPHRITIS*
Belimumab 10 mg/kg + weekly SC belimumab 200 mg + Belimumab 10 mg/kg + standard
standard therapy demonstrated standard therapy significantly t therapy demonstrated superior
efficacy versus placebo + SRI4 response and | severe efficacy versus placebo +
standard therapy in reducing disease flares, with safety profile standard therapy in reducing
disease activity at Week 52 similar to placebo disease activity at week 104
(N = 448)

\ (N = 1,684) / \ (N = 836) / \

1. Mavarra SV et al. Lancet. 2011,377:721-731. 2. Furie R et al. Arthritis Rheum. 2011:63:3918-3930.
1. Stohl W et al. Arthritis Rheumatol. 2017,69:1016-1027. 4. Furie R et al. N Engl J Med. 2020;383:1117-1128.




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Two-Year, Randomized, Controlled Trial
of Belimumab in Lupus Nephritis

Objetivo principal: BLISS-LN
Respuesta renal de eficacia primaria (UPCr < 0.70, TFG no peor
< 20% antes del brote renal o = 60 mL/min)

Objetivo secundario

Respuesta renal completa (UPCr <0.5, TFG no peor <10% antes del
brote renal o = 90 mL/min)

A
= 10—
& oo
£ "1 Hazard ratio, 051 (95% C1, 0.34-0.77)
¥ o7 P=n.00l
[19)
o 06—
a8
& 05
i 0.4 Placebo (N-223)
IE IS
£ 0+
=
E 0.1+ Belimumab (N-223)
D'E. 1 1 1 1 1 1 1 1 1 1 1 1 1
o 8 16 24 37 40 48 56 64 72 s0 85 06 1od
Weeks
Mo, at Risk
Placebo 703 185 175 154 147 137 120 126 120 116 112 1lo 78
Balimumab 709 192 186 167 162 159 157 151 142 130 133 130 la?

Table 2. Primary and Major Secondary Efficacy End Points in the Modified Intention-to-Treat Population.

Odds Ratio or

Belimumab Placebo Hazard Ratio
End Point (N=223) (N=223) Difference (95% CI)* P Value
number (percent) percentage points
Primary end point: primary efficacy renal response 96 (43) 72 (32) 11 1.6 (1.0to 2.3) 0.03
at wk 104
Major secondary end points
Complete renal response at wk 104 67 (30) 44 (20) 10 1.7 (1.1to 2.7) 0.02
Primary efficacy renal response at wk 52§ 104 (47) 79 (35) 11 1.6 (1.1to 2.4) 0.02
Time to renal-related event or death| NA NA NA 0.5 (0.3t0 0.8) 0.001
Ordinal renal response without urinary
sediment at wk 104/
Complete renal response 67 (30) 44 (20) 10 NA 0.01
Partial renal response# 39 (18) 38 (17) <1 NA
No response 117 (52) 141 (63) -11 NA
NNT=1/RAR
B =1/(0.43-0.32)
=9 Balimumab Placebo

Event [N=123) (N=223)

no.

Ay event 35 63
Dieath from any cause 1 2
Progression to ESED 1] 1
Doubling of creatinine level from basefine 1 1
Increased proteinuria, impaired kidney function, or both 17 39
Treatment failure related to kidney event 16 20

Furie et al .N Engl ) Med 2020;383:1117-28




Analisis post hoc

0.9- Number of patients who experienced an event: placebo = 51 of 196 (26.0%), belimumab 10 mg/kg i.v. = 28 of 194 (14.4%)
HR (95% Cl): 0.45 (0.28, 0.72); P = 0.0008

0.8
0.74
0.6+
0.5
0.4

0.34

Probability of experiencing LN flare

0.2

0.1

0.0

Time since first dose (wk)

Number of patients at risk

Placebo 196 167 154 142 133 131 127 124 17 115 68
Belimumab 194 175 167 164 161 153 144 139 134 130 93

Figure 3| Time to first lupus nephritis (LN) flare from week 24 (modified intention-to-treat population). Analyses were post hoc.

Dashed lines show 95% confidence intervals (Cls). Patients who discontinued study treatment, withdrew from the study, are lost to follow-up,

or have treatment failure not related to kidney disease were censored on the date of the event. Patients who completed the study were
censored at week 104. HR, hazard ratio.

El riesgo de disminucion de la eTFG de
un 30% o 40% fue mas bajo (p<0.05)
durante el estudio en los pacientes que
recibieron belimumab.

Table 4| Sustained 30% and 40% decline in eGFR by the end

of study participation (mITT population)™®
Belimumab
Placebo 10 mg/kg iv.
Variable (n = 223) (n = 223)
Sustained 30% decrease in
eGFR
n (%) 25 (11.2) 8 (3.6)
Observed difference vs. —7.62
placebo (%)
OR (95% CI) 0.29 (0.13-0.68)
P value 0.0042
Sustained 40% decrease in
eGFR
n (%) 15 (6.7) 4(1.8)
Ohserved difference vs. —493
placebo (%)
Qdds ratio (95% Cl) 0.25 (0.08-0.78)
P value 0.0166

Cl, confidence interval; eGFR, estimated glomerular filtration rate; miTT, modified
intention-to-treat; OR, odds ratio.

“Analyses were post hoc.

“As confirmed by the last 2 eGFR measurements in the study.

En el grupo de Belimumab tienen
una tasa de disminucion eTFG,
medida entre la semana 24 y 104.

Table 2| eGFR slope from week 24 to week 104" (mITT population)

On treatment” On study®

Placebo Belimumab 10 mg/kg i.v. Placebo Belimumab 10 mg/kg iv.
Variable (n = 223) (n = 223) (n = 223) (n = 223)
Patients with =1 eGFR value from week 24, n 198 196 198 196
Patients with eGFR value at week 104, n 128 140 163 173
eGFR (SE) at week 24° 106.6 (2.49) 109.4 (2.36) 106.8 (2.55) 109.5 (2.39)
eGFR slope (SE), ml/min per 1.73 m? per yr* —3.18 (1.10) —0.99 (0.77) —5.72 (1.46) —2.12 (0.87)
eGFR slope difference vs. placebo (SE)° 2.19 (1.34) 361 (1.76)
95% CI° —0.45 to 4.84 0.15 to 7.06
P value® 0.1041 0.0407

Cl, confidence interval; eGFR, estimated glomerular filtration rate; miTT, modified intention-to-treat; SE, standard error.

“Analyses were post hoc.

“Data from after treatment discontinuation were excluded.

“Includes all available data for patients on treatment at week 24.

Statistics are from a linear mixed model consisting of treatment group (belimumab vs. placebo), analysis visit (weeks), and their interaction as well as random intercept and
slope at the patient level. The covariance structure for the random intercept and slope is unstructured and heterogeneous for treatment groups.

El riesgo de brote de NL fue mas bajo en los
pacientes que recibieron belimumab (RR 0.45: 95% CI:
0.28, 0.72: P= 0.0008)

Conclusion: La adicion de belimumab a la terapia estandar parece atenuar el riesgo de
exacerbacion de NL y disminucion de eGFR en pacientes con NL; estos efectos pueden ayudar a
preservar la funcion renal a largo plazo.



Efficacy and safety of voclosporin versus placebo for lupus
nephritis (AURORA 1): a double-blind, randomised,
multicentre, placebo-controlled, phase 3 trial API'ObadO 2021

BradH Rovin, ¥ K OnnoTeng, ENenM Gingler, Cristing Arriens, Down| Coster, Juanita Romero-Diaz, Keisha Gibson, Joshea Kaplon, LavraLisk,
Sondra Naviarra, Samir V Parikh, Simrat Rondhawa, Neil Solomaons, Bobert B Huizinga

Primary endpoint: Renal Response (or CR) at 52-Weeks Secondary endpoint Primary endpoint

24 weeks 52 weeks Endpoints Measure Result OR (95% CI)

v

VOCLOSPORIN 23.7 mg bid

g c ) 2 1 o
E R S 2 Primary Renal response 52 w w’éﬁ’ﬁt"rﬁ."é'g‘gaf % 265 (1.64-4.27) <.001
E E Treatment Arm g § .
Voclosporin 32.4%
- R T Ea > Secondary Renal response 24 w Control 19.7% 223 (1.34-3.72) 002
Control Arm .
. Voclosporin 70.4%
. FEETPOERD/R e Secondary Partial response 24 w Control 50% 2.43 (1.56-3.79) <.001
320 g/ Secondar Partial response 52 w Vioclosporin 89.8% 226 (1.45-3.51 =.001
— Y P Control 51.7% ( )
S III Secondary Timeto UPCR<0.5  vOSiosporinfaster 5 55 (1.51-2.70) <.001
2.5 mg/daily — .I--—---------------------—-- than contro
eek 2 4 6 8 16 24 52
Time to UPCR 50% Vaclosporin faster
Secondary reduction than control 2.05 (1.62-2.60) <001
Objetivo principal: Respuesta renal completa
UPCR < 0.5 mg/mg, TFGe = 60 mL/min disminucion < 20 % de la TFG basal, sin medicacion de rescate,
y no mas de 10 mg PDN por dia = 3 dias o por = 7 dias diramte las semanas 44 a la 52
NNT=1/RAR
Objetivo secundarios: _ _
UPCR < 0.5 mg/mg, respuesta renal parcial ( reduccion = 50% de la UPCR de la basal) a la semana 24 y =1 / (041 023)
52, tiempo al 50% de la reduccion, tiempo hasta una reduccién del 50 % en UPCR desde el inicio y =55

respuesta renal completa en la semana 24.



Aurora 2

1) TFGe se mantiene estable en el grupo de

Voclosporina
2) Menor proteinuria vs tto estandar

3) Seguridad similar en la incidencia de AE

—&— \/oclosporin
~== Control

B-
) Iy
3 5 2 s
L o
ot ot
& &
() 4 o 4
£ =
= =
ot o
© 3 o 3
‘q_) —&— \/oclosporin e
L\) === Control Q
= £
2 21 2 21
o o
— S
o o
: .
= 14 = 14
) >
0 ‘ ‘ . . , : . 0
0 3 6 9 12 15 18 27 30 0 3 6 9
Months on Study
Voclosporin (n) 116 116 115 115 115 109 109 92 90 Voclosporin (n) 116 116 115 115
Control (n) 100 100 100 100 100 92 94 80 78 Control (n) 100 100 100 100

Interim analysis includes data from pre-treatment baseline of AURORA 1, 12 months in AURORA 1 and

up to 18 months in AURORA 2.

up to 18 months in AURORA 2.

12 15 18 21 24 27 30

Months on Study

115 109 109 105 98 92 90
100 92 94 89 75 80 78

Interim analysis includes data from pre-treatment baseline of AURORA 1, 12 months in AURORA 1 and



Metrologia

- SRI

« Reduccion = 4 puntos SELENA -
SLEDAI

« Ningun nuevo BILAG Aocon =2
nuevos BILAG B

 No empeoramiento de la PGA
(incremento <0.3 puntos)

« CLASI activity response (cutanea)
« BICLA

= | o =T

BILAG-2004 INDEX
= Only record manifestations/items due to SLE disease aclivity

| = Asgassment refers to manifestations occurning in the last 4 woeks (comparad with the provious 4 waoks)

= TO BE USED WITH THE GLOSSARY

.| Record: NA Not Available
0 Not presant
1 Improving
2 Same
3 Worsa
4 MNew
Yas/Mo OR Value (where indicated)
*¥/N Confirm this is due to SLE activity (Yes/Mo)

| | CONSTITUTIONAL

1. Pyraxia - documentad »37.5°C
2. Weight loss - unimtantional >5%

| | 3 Lymphadenopathy/splencmagaly
4. Anorexia

MUCOCUTAMNEOQUS

48. Ploursy/pericarditis

44, Cardiac famponade

50. Ploural effusion with dyspnoea

51. Pulmonary hasmorrhagafvasculitis
52. Intarstitial alveolitis/pneumaonitis
53. Shrinking lung syndrome

54. Aortitis

55. Coronary vasculitis

GASTROINTESTINAL

56. Lupus paeritonitis

57. Abdominal serositis or ascites
5. Lupus enteritisicolitis

50. Malabsorption

B0. Protein-losing enteropathy
A1 Intasfinal neeidn-nbstnsetion

At least one gradation improvement
in baseline BILAG scores in all
body systems with moderate or

severe disease activity

No new BILAG A or more than one

new BILAG B scores

7]

_ BILAG based composite
No worsening Lupus Assessment
of total P
SLEDAI-2K No trgatment
score from failure
in PGA
ST e B s e ‘ Y 92. Neutrophils (x 109/L) value | 1 YINT
| wecuosicier Shoeme  mel o W

- Myasitis - savare 95. TTP )

40. Myositis - mild 06. Evidence of active haemolysis ~ Yes/No ( :::

| 41. Arthritis (severa)

| | 42. Arhritis (moderate)tendonitistenosynovitis
43, Arthritis (mild)/ArthralgiaMyalgia

L | 44. Myocarditis - mild

45. Myocarditis/andocarditis + cardiac failure
48. Arrhythmia

47. New valvular dysfunction

e

97. Coomb’s test positvie (isolated)  Yes/MNo |




TULIP-1 and TULIP-2 were Robust Phase lll Trials with
Similar Trial Designs

Screening Follow-up
Day =30 to -1 WO w8 W40 W52 8Ws5

TULIP-1%2 Anifrolumab 150 m : 1°endpoint: |~~~ """~ N

- ifrolu ! : . N

§ N=457 IV QAW n=93 d Treatment period e;RI?f;)m Extension 3

Eligibility criteria 123 sites I N e Xt
Adults with 2:1:2 S
moderate to SEERe Mandatory
severe SLE : Taper glucocorticoid No taper
L permitted taper attemptto permitted
Seropositive : <7.5 mg/day?
(ANA and/or anti- !
dsDNA and/or |
anti-Smith) _234: ,—’ |
. TULIP-2 : | i 1° endpoint: .

Receiving N=362 11 B | BICLA Extension
standard therapy 119 sites . : 5 i

\_, Placebo n=182

Stratification IFNGS test status (high or SLEDAI-2K score Glucocorticoid dosage
by: low) (<10 or =10) (<10 mg/day or =10 mg/day of prednisone or equivalent)

Patients with active severe
lupus nephritis or active
neuropsychiatric SLE

were excluded

aFor patients with baseline glucocorticoid dosage =10 mg/day prednisone or equivalent.
1. Furie RA, et al. Supplementary Appendix. Lancet Rheumatol. 2019;1:e208-19. 2. Furie RA, et al. Lancet Rheumatol. 2019;1:e208-19. 3. Morand EF, et al. N Engl J Med. 24
@) 2020;382:211-21. 4. Morand EF, et al. Supplementary Appendix. N Engl J Med. 2020;382:211-221.
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Reduction in Overall Disease Activity Across Pivotal Trials:

Composite Endpoint Results at Week 52

TULIP-112 Anifrolumab
n=180
60 - Placebo
Difference: 3.9 n=184
95% Cl: -6.3 to 14.1
50 4 Nominal p=0.455
43 Difference: 16.4
95% Cl: 6.7 to
40 A 26.2 p=NR
X
2] 30.2
c 30 -
Q9
wpd
©
o
20 A
10
0
SRI(4)... BICLA...

significant!

The primary endpoint of TULIP-1 was not statistically

aData shown are from the amended rules for restricted medications analysis.

Patients (%)

60

50

N
o

30

N
o

10

TULIP-223

Difference: 16.3
95% ClI: 6.3 t0 26.3

Anifrolumab
n=180
Placebo
n=182

Difference: 18.2

_ p=0.001 95% Cl: 8.1t0 28.3
Nominal p<0.001
i 37.3
31.5
BICLA SRI(4)

primary endpoint

secondary endpoint

The primary endpoint of TULIP-2 was statistically

significant?

1. Furie RA, et al. Lancet Rheumatol. 2019;1:e208-219. 2. Morand EF, et al. N Engl J Med. 2020;382:211-221. 3. Morand EF, et al. Supplementary Appendix. N Engl J Med. 2020;382:211-221.



Anifrolumab - Aprobado en 2021

Anifrolumab Phase 3: Totality of Data

TULIP-1 TULIP-2

Primary endpoint - it
SRI -
BICLA
Steroid taper
CLASI

Joint scores
Flare — +/—

+ + + +
+ + + +

Furie R et al. Lancet Rheumatol. 2020;1:2208-e219. 2. Morand EF et al. N Engl J Med. 2020;382:211-221.



Presente y futuro de lineas de investigacion
en LES: inhibidores de JAKy TYK2

Asociacion de varios receptores de citokina con JAKs

IL-2, IL-4, IL-6, IL-11, . ) . i
LT, 15, JLans  EPO.TPO.  Lkancosm ) N Citocinas — inmunopatologia -

IL-15, and IL-21 and leptin and IL-23 and IL-22 nd IFN-f IFM-y

e ¥ - > v- de senalizacion.
....................... ( f%e et plate’s s .
. 0  loase Hiti JAKi: ARy EEI.
AKZ | JAK2 = Lanse: ! ,

g. l | l l EAs - - > amplia actividad
| ! y | ' v v Eficacia incompleta contra
. ﬁrway reactivity - HGEH;;?‘D&?:S - [-cell:iﬁerer;t{ifation . gamltlar gjml:_nrty = T-cell differentri?lionf
L] ucus secrelion = Lymphocyte effector = B-cell activation * Lymphocyle effector function
" Rosponse o Prateete fonchon - Symoviocyte and - Mocrophage actvation algunas enfermedades
helminths Weulrophils osteoclast funclion
- Lymphocyles
= Growth . . . .
- Anaboic metabolsm - Antiinfiammatory « Bajo nivel de actividad
v v v v
= T-cell proliferation +  Myeloid +  Acute phase response + Antiviral responses Contra TYK2
and survival differentiation * Lymphacyte growth
= T-cell memory +  Lymphoid and differentiation
= T regulatory ceill differentiation « Catabolic metabolism
function +  T-cell proliferation * Lipid metabolism
= B-cell function and survival * Bone resorplion
*  Lymphocyte * T-cell differentiation
effector function * Lymphocyte effector
function

Schwartz DM et al. Nat Rev Drug Discov. 2017;17:78.



TYK2 y JAK 1/2/3 son estructuralmente
diferentes unas de otras

The regulatory, or pseudokinase, domain of TYK2 is different from that of JAK1/2/3

Active (ATP-binding) domain: similar across family members

« Tipicamente, los JAKIi se unen al sitio de union de ATP del dominio
catalitico - - > inhibicion competitiva.
« Alta homologia de secuencia entre las diferentes JAK - - > | | selectividad

« Deucravacitinib (fase 2) se une al dominio regulador - - > inhibe TYK2 a
través de un mecanismo alostérico. &



De modo practico: sistemas afectados por diferentes
citocinas mediadas por TYK2y JAK 1/2/3

Systems Affected JAK1 JAK2 JAK3 TYK2

Blood cell
development

Metabolic activity

Bone development %
and lipid metabolism

1. Hammarén HM et al, Cylokine, 2019;118:48-63. 2. Morris R et al. Protein Sci. 2018;27:1984-2009, 3. Ghoreschi K et al. Immunol Rev, 2009;228:273-287.
4. Clark JD et al. J Med Chem. 2014;57:5023-5038. 5. Krolopp JE et al. Front Physiol. 2016;7:626. 6. Xu D et al. JAKSTAT. 2013;2:627203.

7.LiJ. JAKSTAT. 2013:2:223930,



PAISLEY: estudio de fase 2 de
Deucravacitinib en LES activo

Screening Baseline
(4 weeks) (Day 1)

Inclusion ﬂ
criteria

SLEDAI-2K 26
: with skindoint
: invalvement

BILAG 1A or 2Bs

: Seropositivity
: (ANA/anti-adsDNAS
: anti-Sm)

Stable background Rx

H No severe
: organ-threatening
disease

Stratified on*;

: + Geography

. « SLEDAI-ZK

+ Baseline C5 dose

Week 32
Primary endpoint
SRI(4)°

Placebo (SOC) (n = 90)

Deucravacitinib 3 mg BID (n = 91)®

Deucravacitinib 6 mg BID (n = 93)°

Deucravacitinib 12 mg QD (n = 89)°

Required steroid taper 12 k Optional < .

. -week sl - — —
<~ steroid taper — =

weeks 8 to 20 stable dose weeks 32 rﬂ 40 priven

Optional CS taper |

CS taper to 7.5 mg/day

I CS stable I

Week 48
Secondary

endpoints®

B-week

dose

+ SRI(4) response

+ BICLA response

* LLDAS response

* CLASI-50 response

+ Active (tender + swollen) JC
+ JC-50 response (exploratory)

28-day flu

or
LTE

s Stratification factors included CS dose (210 mg/day or =10 mg/day), SLEDAI-2K score (210 or <10), and region (United States of America, Latin America, rest of world, and Japan [other
stratification factors were not applied in Japan]). ® Type 1 error (alpha value) rate was allocated unequally between the 3 mg BID dose (alpha = 0.015), 6 mg BID dose (alpha = 0.025), and
12 mg QD dose (alpha = 0.01). = Assessed by nonresponder imputation, adjusted for multiplicity; decrease of 250% from baseline Cutaneous Lupus Erythematosus Disease Area and

Severity Index.
1. Morand EF et al. EULAR 2022. Abstract LBOOO4.



PAISLEY: estudio de fase 2 de Deucravacitinib en LES activo
Objetivo primario: SRI(4) Tasa de Respuesta a la semana 32

100 5
F=.0781
Q) P =021
= 80 L
T P = .0006 i
=
[T ]
& 60
3
g ©
=
]
g
e 27
0

n 90 81 93 88

Week 32
B Placebo [ Deucravacitinib 3 mg BID B Deucravacitinib 6 mg BID [ Deucravacitinib 12 mg QD

1. Morand EF et al. EULAR 2022, Abstract LBOOO4.



Objetivos secundarios:
SRI(4), BICLA y LLDAS ala semana 48

SRI(4) BICLA LLDAS
100 - P= 0439 | _

S 80 - PR— . P = 0795 P 0371

= P=.0012 f

& P = 0002

@

"

o

@

g

o

=1

@

x 36.3 1 23.7 25.8

a0 91 a3 89

Week 48 Week 48 Week 48

B Placebo M Deucravacitinib 3mg BID [ Deucravacitinib 6 mg BID [l Deucravacitinib 12 mg QD

1. Morand EF et al. EULAR 2022. Abstract LBO004. PeerView.com



Tratamiento

Lupus

Nephritis Skin Musculoskeletal

HCQ
Glucocorticoids PO/IV

CYC cYc IVIG?2 Topical agents MTX

MMF AZA AZA MTX BEL
MMF/AZA MMF MMF AZA/CsA RTX!

BEL RTX1 CsA BEL Anifrolumab3

RTX IVIG RTX! MMF

TAC cYc Thalidomide

Voclosporin Anifrolumab?3
RTX!

Alcreumstances | Festine ] ey

Nikolopoulos, D., Fotis, L., Gioti, O. et al. Rheumatol Int 42, 1307-1319 (2022).



Tercera pregunta

Femenina de 30 afnos con LES desde hace 13 anos con lupus cutaneo, poliartritis. ANA, anti-
dsDNA, anti-Ro, anti-U1-snRNP e hipocomplementemia. Desde octubre de 2021 con
empeoramiento de las lesiones cutaneas.

Recibia HCQ 200 mg/dia, AZA y dosis variables de esteroides con cursos de 0.5 - 1.0 mg/Kg para
controlar su actividad cutanea. Y luego con MFM 1g d y BEL 200 mg/semanal desde hace 12 meses
sin mejoria.

¢ Qué otra opcion podriamos considerar?
A. Ciclofosfamida

B. Anifrolumab

C. Voclosporina

D. Deucravacitinib



¢ Qué otra opcion podriamos considerar?

_ _ 25% 25% 25% 25%
1. Ciclofosfamida

2. Anifrolumab Contesta l
: ahora
3. Voclosporina

4. Deucravacitinib




Conclusiones

El LES es una enfermedad heterogénea, con manifestaciones leve a severas
y que algunas veces representa un desafio diagnostico.

HCQ - pilar de tratamiento.

Esteroides: menos es mas.

Nuevas opciones de tratamiento:
Belimumab - BLySS
Voclosporina — inhibidor de la calcineurina
Anifrolumab - antagonista del IFN tipo 1
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